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(3 The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally two months from the date of transmittal of the 
international search report 

Where? Directly to the International Bureau of WTPO, 34, chemin des Colombettes 
121 1 Geneva 20, Switzerland, Facsimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet 

| | The applicant is hereby notified that no international search report will be established and that the declaration under 
Article 17(2)(a) to that effect is transmitted herewith. 

| | With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

| | the protest together with the decision thereon has been transmitted to the International Bureau together with the 

applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
| | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

Reminders 

Shortly after 18 months from the priority date, the international application win be published by the International Bureau. If the 
applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the priority claim, must 
reach the International Bureau as provided in Rules 90 bis A and 90 bis3, respectively, before the completion of the technical 
preparations for international publication. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority date (in 
some Offices even later); otherwise the applicant must, within 20 months from the priority date, perform the prescribed acts for entry 
into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by Office, see the PCT Applicant 's Guide, 
Volume II, National Chapters and the WIPO Internet site. 
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INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
12636-305.601 



FOR FURTHER 
ACTION 



sec Notification of Transmittal of International Search Report 
(Form PCT7ISA/220) as well as, where applicable, item 5 
below. 



International application No. 
PCI7US04/22367 



International riling date {day/month/year) 
13 July 2004 (13.07.2004) 



(Earliest) Priority Date {day/month/year) 
12 September 2003 (12.09.2003) 



Applicant 
SUPERGEN, INC. 



This international search report has been prepared by this ^ 
according to Article 18. A copy is being transmitted to y International Bureau. 

This international search report consists of a total of sheets. 

(3 It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the Report 

a. 



WW, reSrd to the language, the intentional search was carried out on the basis of the international application in the 



language in which it was filed, unless otherwise indicated under this item. 
Q the international search was carried out on the basis of a translation of the international application furnished to this 

, w£re3 Sty t £L and/or amino acid sequence disclosed in the international application, the international 

search was carried out on the basis of the sequence listing: 
[ ] contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

Certain claims were found unsearchable (See Box I). 

Unity of invention is lacking (See Box II). 
With regard to the title, 
[><| the text is approved as submitted by the applicant. 
Q the text has been established by this Authority to read as follows: 



□ 
□ 
□ 
□ 

□ 

□ 
□ 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

PI the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box ffl. The applicant may, 
U 52 ^ i ^m the date of mailing of this international search report, submit comments to this Authority. 



The figure of the drawings to be published with the abstract is Figure No. 

[ ] as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 

[ | because this figure better characterizes the invention. 



None of the figures 
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INTERNATIONAL SEARCH REPORT 



International applicative ^ 
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A- CLASSIFICATION OF SUBJECT MATTER 
IPC(7) : A61K 031/7072; A61K31/40. 

US CL : 514/49, 85, 234.5, 269, 300; 536/23.1, 23.5; 435/69.1, 325; 424/45, 450. 
According to International Patent Classification QPO or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
US. : 514/49, 85, 234.5, 269, 300; 536/23.1, 23.5; 435/69.1, 325; 424/45, 450. 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Please See Continuation Sheet 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Y 
Y 



VONHOFF JD.D. 5-Azacytidine, Annals of Internal Medicine, 1976, 85, Vol. 2, pages 237- 
245. 

US 4,690,918 (BEPPU et aljl September 1987 (01.09.1987), abstract and claims. 



1-105 
1-105 



[ | Further documents are listed in the continuation of Box C. [_J See patent family annex. 



Special categories of cited documents: 

document definingthe general state of the art which is not considered to be of 
particular relevance 

earlier application or patent published on or after the international filing date 

document which may throw doubts on priority claim(s) ox which is cited to 
establish the publication date of another citation or other special reason (as 
speafied) 

document referring to an oral disclosure, use, exhibition or other means 

document published prior to the international filing dale but later than the 
priority date claimed 



T 



"X" 



later document published after the international filing date or priority date 
and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 



document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is combined 
with one or more other such documents, such combination being obvious 
to a person skilled in the art 



document member of the s 



e patent family 



Date of the actual completion of the international search 
26 May 2005 (26.05.2005 s , 



Name and mailing address of the ISA/US 

Mail Stop PCT, Attn: ISA/US 
Commissioner of Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No f703B05-3230 



Date of mailing of the international search report 




phone No. " • 
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International application No. 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 



trichostatin compounds (deacetylase inhibitor) have shown activity against resistant phase CML as single agents and were 
therefore tested in combination. 
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WRITTEN OPINION OF THE 
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International application No. 
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Supplemental Box 

hi case the space in any of the preceding boxes is not sufficient. 



SiSPS £ HEX? step under PCT Artcte 33(3) over Von Hoff et a.. (Ann. Int. Med. 85(2) pages 237-45, 1976) 
jn view of Beppu et al. (U.S. Patent 4,690,91 8). 

« ■ nm™ Hrawn to a method for treating a patient having a disease associated with over-expression of EZH2 
f£!^n^ £o7* SSL! '^S^pS^Wrtrtna a DNA methylation inhibitor and/or ahistone deaoetyiase 
ffABShWta. include the histone deacetylase inhibitor suoh as tricfcostatin A; DNA methyia ran 
SSlK'teaSSSr-natoo or decitabine (5-azacytidine); administration by intravenous .nfusion, oraBy. parenterally. 
vaginally, via local delivery, or intrathecally. 

Von Hoff et al disclose the use and effectiveness of 5-azacytidine, the cytidine analog, in the treatment of acute 
J£2 riwSa (abstract). It is noted that the applicant discloses in specification on page 1 1(Feld of invention) that 
ZffiSmd orotein tmSm kinase activity is associated with chronic myelogenous leukemia (CML). 
Von HoffTt KsctosXTeffect^eness of 5-azacytidine in childhood leukemia or during the induction phase page 239. 
S£ ? under EuSfan Trials) It is noted that Von Hoff et al. do not provide specific disclosure where the patient's CML is 
^aaedStoadZXtion or the admiration is performed when the patient is in bias, phase of CML, however Von 
u «Vi ^ Hi«Hn« CrS-azacvtidine seems to be cell-cycle phase specific in that it is most toxic to cells in the S phase. 
Sec at Sw cicenSKase 238, first para), i ateo noted that both 5-azacytidine and decitabine whs us 5^ 
!^S^dine (claim 48) have nitrogen in place of the fifth carbon in the base mo.ety (Von Hoff et al.. page 237 2™ 

^ Vm Hoff e" a toSifte adminisfration of 5-azacytidine by intravenous and subcutaneous routes (page 239. first col. 
para.). Von Hoff et al teacn V* aam ^ ««zacyttd»ie for intravenous administration m the ranges of 

first Para, lines 2-7). Von Hoff et * ^ 9 ^ } Von Hoff et aL disdose the doses from 2 mg/m*-3.3 

1 1 ; " 3 fr dfv andean be^creasedTc 70 ^tf 1 00 timesTheTnftial starting dose (pages 239. last para, through page 240. first 

P LZ™. M? table 31 Von Hoff et al suggest a need for future clinical studies for usmg 5-azacytid.ne alone and in 

combfnaM 

T£l from the applicant's invention that Von Hoff et al. do not provide an example for the use of h,stone deacetylase 
"««-^ ^SoSr^S'S^ inh.itoOfor treats tumor «* (abstract and 

claims). 

Therefore, one of ordinary ^"^^ 

azacytid ne, in , We mnM» tumor ^ el |s one skilled in the art would have a reasonable expectation for success in 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43 to. 1) 

go JU 



Date of mailing 
(day/month/year) 



Applicant's or agent's file reference 
12636-305.601 



FOR FURTHER ACTION 

See paragraph 2 below 



International application No. 
PCT/US04/22367 



International filing date (day/month/year) 
13 July 2004 (13.07.2004) 



Priority date (day/month/year) 
12 September 2003 (12.09.2003) 



International Patent Classification (IPC) or both national classification and IPC 

IPC(7): A61K 03 1/7072; A61K 31/40. and US CI.: 514/49, 85, 234.5, 269, 300; 53023.1, 23.5; 435/69.1, 325; 424/45, 450. 



Applicant 
SUPERGEN, INC. 



1. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43bis. l(a)(i) with regard to novelty, inventive step or industrial 
applicability, citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
International Prehminary Examining Authority ("PEA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule 66.1bis(b) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
EPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 





Box No. I 


□ 


BoxNo. II 


□ 


BoxNo. Ill 


□ 


BoxNo. IV 




BoxNo. V 


□ 


BoxNo. VI 


□ 


BoxNo. Vn 


□ 


BoxNo. VIH 




Name and mailing address of the ISA/ US 
Mail Stop PCT, Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703)305-3230 



Telephone No. QS7S$222.-#d() 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International apphcation No. 
PCT/US04/22367 


Box No. I Basis of this opinion 


1. With regard to the language, this opinion has been established on the basis of the international apphcation in the language in which it 
was filed, unless otherwise indicated under this item. 

□ Trusopinionhasbeenestablishedonthebas^ ' 

Xoh^L language of a translation furnished for the purposes of intemaUonal search (under Rules 1Z3 and 23.1(b)). 


2 With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the clauned 
invention, this opinion has been established on the basis of: 


a. type of material 




1 Q a sequence listing 




Q table(s) related to the sequence listing 




b. format of material 




| | in written format 




| | in computer readable form 




c. time of filing/furnishing 




n contained in international application as filed. 





Q filed together with the international application in computer readable form. 
□ furnished subsequently to this Authority for the purposes of search. 

t n In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has teen filed 
U or ftSrf thf Quired statements that the infonnation in the subsequent or additional copies .s .denhcal to that in the 
application as filed or does rot go beyond the application as filed, as appropriate, were furnished. 

4. Additional comments: 
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International application No. 
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Box No. V Reasoned statement under Rule 43 Z>fr.l(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Claims 


1-105 


YES 




Claims 


NONE 


NO 


Inventive step (IS) 


Claims 


NONE 


YES 




Claims 


1-105 


NO 


Industrial applicability (IA) 


Claims 


1-105 


YES 




Claims 


NONE 


NO 



2. Citations and explanations: 

Please See Continuation Sheet 
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NOTES TO FORM PCT/1S V220 

Administrative Instructions, respectively. 

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has. alter having received ATJSW^ 
imemationaTapplication. It ^'SdS&W prehmmary examination ptocedure there is usuafly 
desenption and drawings) may be amended aunng me k applicant wants the latter to be published 

23 to file ,mendmen.s of the meSaims before international publ.cat.on. 

>™ ,s aviiiable in — s,a,cs only - 

What parts ofthe international application may be amended ? 

Under Article 19. only the claims may be amended 

Durmg .he internal p^g- SS ST-^ ^5 

SiSSS aSH£=f £fe Examining Authority. 

Upon entry into the nationa, phase, a,, parts of the interna,,,, app.ic.tion may be amended under Amde 2S 
or . where applicable. Article 41. 

When i Wi,,n 2 months from the date of — h^^ 
" date, whichever time Itrntt expires la er. I ^ hould be note |memationa , B after the exp.rat.on of 

;*3 St* K3£ of the' technica. preparations for international pubheauon 
(Rule 46.1). 

International Searching Authority (Rule 46.2). 

Where a demand for intema.iona. preliminary examination has been/is f.led. see be.ow. 

„„ .,,;_« ,,. .jdine one or more new claims or by amending the text of 

-ndments differs from the sheet originally filed. 
Lnhe c.a,ms appeanng 0- «P>--^ 
^bere^^ 

What documents must/may accompany the amendments ? 
Utter (Section 205(b)): 

applicaUo" is /rench, the letter must be ,n French- 




NOTES TO FORM PCT/ISA/220 (continued) 
j- . .u- Airr*rm n r*< herween the claims as filed and the claims as amended, h must, in 

ihat identical indications concerning several claims ma> be grouped), whether 
. (i) the claim is unchanged: 

(ii) the claim is cancelled; 

(iii) the claim is new; 

■ i v> the claim replaces one or more claims as riled; 

iv) the claim is the result of the division of a claim as filed. 
The following examples illustrate the manner in which amendments must be explained in the accompanying 
letter: 

l I Where onemaJW there were 48 claims and after amendment of some claims there are 51 J: 
-Claims Tto^ 31 32 34. 35. 37 to 48 replaced by amerced claims bearing the same numbers; 
claims 30. 33~^d 36 unchanged; new claims 49 to 51 added" 

- [Where orieinaJly there were 1 5 claims and after amendment of all claims there are 1 1 ): 
"Claims I to 15 replaced by amended claims I to 1 1. 

}. [Where originaJly there were 14 claims and the amendments consist in cancelling some claims and in 

"&s^oTA unchanged; claims 7 to 13 cancelled; new claims 15. 16 and 17 added "or 
"Claims 7!o Cancelled; new claims 15. 16 and Padded; ail other claims unchanged. 

4. [Were various kinds of ™ ~«j |g c2nM claims l4 . I5 and 16 replaced by amended 

»■ '* new claims 20 and 21 added~ 

-Statement uoder Article !9(l) w (Rule 46.4) ) . ; 

. ^.^--ani-H hv a statement explaining the* amendments and indicating any impact 

Article 19(1))- . . . . 

The statement wilJ be published with the international application and the amended claims. 
It must be in the language io which the international application is to be published. 
U must be bnef. not exceeding 500 words if in English or if translated into English. 

I. chnnlrf noi be confused with and does not replace the letter indicating the differences between the claims 
as fifed anTa! tended " must be filed on a separate sheet and must be ident.fied as such by a heading, 
preferably by using the words "Statement under Article 19(3). 

„ may no, contain any disparaging—.^ 

Consequence if a demand for international preliminary eiaminatioo has already been Hied 

If at the time of f.ling any amendments and any accompanying statement, under Article 19. a demand for 

II. at me ume m iihh B «■ J airradv been <ubrrutted the app leant must preferably, allhe time of 
.ntematmnalprelirnmary examination has a ready ben ■ PP , fi £ wjth the ^maiion* 

sentence). For farther information, see the Notes to the demand form (PCT/I PEA/401). 

Consequence with regard to translation of the international application for entry into the national phase 

r ^.minn k drawn to the fact that, upon er.try into the national phase, a translation of the 
SAS^S i£Sr»JZ&~ be «K-hJi -he designated/elected Offices, instead of. or 
in addition 10. the translation of the claims as filed. 

For further delate on die requirements of each designated elected Office, see the PCT Applies Guide. 
Volume II. 
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